**Background:** Several viral pathogens are detected in patients with acute respiratory infections raising the question of their disease association especially in the presence of HIV. We investigated the prevalence of respiratory viruses for severe acute respiratory illness (SARI) to identify viruses in fatal disease compared to patients with influenza like illness (ILI) and healthy controls in South Africa.

**Methods & Materials:** Upper respiratory tract specimens from fatal cases were collected through a SARI surveillance programme in South Africa and compared to patients with SARI, ILI or healthy controls. Specimens were tested by multiplex real-time polymerase chain reaction (PCR) for 17 respiratory viruses. Multinomial logistic regression analysis was used to compare SARI and ILI patients to controls.

**Results:** Of 3907 patients enrolled from 2012-2013, 2125 (54.39%) had SARI, 1325 (22.91%) ILI and 457 (11.70%) were controls of which 36% were \< 5 years old. A total of 261 fatal cases were screened for 2012. The most common virus identified in all age groups was rhinovirus followed by adenovirus, KI polyomavirus, influenza A and B and Respiratory Syncytial Virus (RSV). Influenza, RSV, hMPV, and rhinovirus were associated with both ILI and SARI relative to controls. The most frequently detected viruses in the fatal cases were Rhinovirus (17%), Adenovirus (13%), KI Polyomavirus (9%), and RSV (5%). In children \<1 that died with single infections, Rhinovirus (16%) and Adenovirus (33%) was detected most while RSV, PIV3, Enterovirus, Bocavirus and polyomavirus WU was each detected in 5% of cases. Rhinovirus, Adenovirus, RSV and polyomavirus KI was most prevalent in adults 25-64 that died, which is the group most affected by HIV. No fatal cases due to the coronaviruses were detected in single infections in any age group. Influenza A and RSV was most detected in fatal cases in the elderly.

**Conclusion:** Influenza, RSV, hMPV and rhinovirus infection is associated with severe respiratory disease in South Africa if compared to healthy controls. In fatal disease, rhinovirus and RSV may be true pathogens in children however in HIV positive adults the role of viruses such as KI polyomaviruses and Adenovirus needs further investigation.
